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© Method of treating patients suffering from chronic pain or chronic cough. 

© A method for treating patients in chronic pain or suffering from chronic cough over 

oToXde systemic analgesia or central antitussive effect while simultaneously avoidmg the onset *ln«J™ 

tion are also contemplated. 
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METHOD OF TREATING PATIENTS SUFFERING FROM CHRONIC PAIN OR CHRONIC COUGH 
TO. tarn** relates t> meftod. of Wa«"g par** «**» or ch,MlC °° U8h 

prior art may well Interfere with analgesic activrty sedated through the sp nal I core. * p p 

B |, another obiect of the present invention to provide methods as describee aoove v. 
lot patienB requiring long tern opioid therapy. _„ hnrt , „ described above which comprise the 

^^S&Z^ttlTZZSZ* as des*bed above the 
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k a Hmmistered orally and exhibits a low level of 
, . as an adiunct to opioid analgesics can be administered oraiiy 

tt , s still a wnner hfirelnafter the present Invention 

meth0dS " • oblects and others that will become WW** ^"^"^ svti^tom 

In keeping with these objects i ana g h paliente ^g., pawn** » 

^e. or uMm*» — " mufl . 
sometimes referred to as surrao p ^ acuity Js a nece^y Qn witn ft. 
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™. giucuronide metabolites spaced above ^P^*-— £ Z 
severity tf constipation in chronic pain patients recemng <^£JSJ^^ the gut wall to 
"uculdated by bacten^cJvHy or ^^.TTS^^ C « * bid that 

Le extent in the form of *e ^^f^'^T Si he! the term "prc-drug" refers to 

o, U.S. Serial No. 680.230 filed December 10 U 984 ^h ^Jj£ in relieving idiopathic or 
February 4, 1983. we disced ft. tf* of nMa»d I ^ of narcotic 

spontaneous constipation - Le ; constip^on °» for ex p . ^ ^ ^ fc 

agonists- We emphasized on Page 3 ^^^^^ such as narcotic drugs. The present 
the use of opioid antagonist to neutralize tte effect "^"J^nie fte effects of narcotic 

Ltfon relates to theuse of specific ^J^^^^^S ^cts of the agonists on 
agonists such as opioid analgesics but ^^^ ^^ m systemic agonist activity, 
gastrointestinal motility while not <*^T^^ 1 ^^S a B rLges and ratios for oplcrfd 
Moreover, the methods of the present ^nt method of acute or chronic 

analgestes and antitussives and suitable «5* «« «"*»*• «**" ^ 

^SSCT-i *e novel methods of ** = t 

cough, yj, patients with progresses j^^^^S^S of opioid agonists and suitable 

^^SW^ — COdeine ' MrOCOd ° ne 

and propoxyphene. . * 1 - t ^ out 100 m g per dosage unit with 1 or 2 

TABLE "1 
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OPIOID 
ANALGESICS 


DOSAGE RANGE 
PER UNIT (mg) 


morphine 

meperidine 

oxycodone 

hydromorphone 

methadone 

codeine 

propoxyphene 


10 to 30 
50 to 150 
5 to 15 
1,5 to 3 
5 to 15 
40 to 80 
40 to 80 



Suitable opidd antagonists for use in the present 
Me or no systemic antagonist activity antagonists include 

receptors to block the dysmotilrty provokmg effects of op '^° n ^ form t0 ^ extent of 5% or 
those' which are absorbed from ^ "^S which have lltte or no systemic 

less, such as e.g.. naloxone. In addition. ^^.^^^ found suitable for purposes of the 
activity. naloxo-nTglucuronide and nalmefene ^^"^^ *» *• °P ioid 

invention, probabry because they act as ^ jj» opioid effects on Intestinal 

suitable for use in the *™" lstered op, ° id 

motility without signficantly reducing the analgesic potency 
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«, Each dosage amount indudes one or more -"""SE^^ 
M £2 combined in a fixed ratio in any J^^S^h *• add-on of conventional 
5 Z oi example, capsules. ^«»*^^ °* er ^^fl 

SJers, binders, exdpients. disintegrate and antagonists can be added In 

Rentable additives. Afernatively, dosage t ^^^ff^ v ^m»^mi- ™ e 
SJmd form to a compatible ^^^^R^P^ in a "on-simultaneous fashion 
Sgonlst and suitable antagonist may '^^SS^S^ ^ mintetered t0 ^ * „ * the 
Jm, 1-5 dosage units of agonists and ^ for use in the methods of the 

The recommended dosage range or the ha8 been found that a higher amount of 
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Opioid Analgesic 

morphine 
methadone 
meperidine 
oxycodone 
hydromorphone 

codeine 
propoxyphene 



Representative 
Unit Dose (mg) 

"To" 

10 
50 
5 

2.5 
60 
65 



TABLE 2 

Representative Unit Dose 
Antagonist ( Naloxone) 

2 
2 
2 
3 
3 
12 
18 



Typical Total Daily Dose 
of Agonist. Antagonist 

1-2 units qid 
1-2 units qid 
1-2 units qid 
1-2 units qid 
1-2 units qid 
2 units qid 
2 units qid 
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dosage regimen". 



EXAMPLE 1 



TO 



Patient No 1 was a 42 year old female with a 9 year history of lower left quadrant abdominal pain 
tJ£ 1 Reding, and a 5 year history of seizures. Her optimal dosage reg.men was found to be 
K propoxyphene and 18 mg of naloxone administered orally bid (twice daily). 
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EXAMPLE 2 



20 



Patient No 2 was s 33 year old male with ft 15 year history of narcotic addiction and a 5 ^ 
J7£££. n*n Jance MM Two year, P^^^r^^^ 

8 mg of naloxone administered qd (once daily). 
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EXAMPLE 3 



30 



Patient No 3 was a 59 year old female with a 13 year history of post-auto crash se condary s F na i cord 
lesionf pCegi^ronic pain and constipation. Her optima, dosage regimen was found to be 10 mg of 
JS5 mg of oxycodone and 8 mg of naloxone administered tid (thnce daly). 



EXAMPLE 4 



as 



Pliant No 4 was a 53 year old female with a 13 year history of post left mastectomy and right 
pneumo^my ^nd^pL Her optima, dosage regime, , was found to be 10 mg of oxycodone, 
administered 5 times daily as well as 10-12 mg of naloxone, 1-4 times dally. 
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EXAMPLE 5 
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60 



Pattern No 5 was a 27 year old female with a 13 year history of intermittent small bowel obstruction 
^trlla^™-* »— i and com^s »e yarfoas 

be interpreted as illustrative and not in a limiting sense. 
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the onset of intestinal hypomotility, characterized in that 

a pharmaceutical effective amount of an op.c U an*g*a £ ^^"^g substantially devoid of 
a pharmaceutically effective amount of an opioid antagonist or antagonisi pro-™9 

rr£S»E?2S^ •* m Pharrnaceutc* effcd*. an™, - op* 

"*J ^or^Son of anvone of ft. *»» *— *- W »* "" 0ptoM .* 

TL compoenlon of anyone of ft. preceding cWme. charac«»d ft that ft. antagc*. pro-drug la 

consisting of naloxone glucuronide ^f m ^J^S^ ^acterized in that the opioid analgesic or 

selec^T. a™* of capsule* caplots. ablets, syrup, and elMrs. 

a phlr^eXafly effective «*»* of an ^«**« "^^1^ nMMU ly devoid of 

„ ^TrE'ose of CM. 6. charecterfced In M ft. phan*a=e*a«y e«ec*e anxun. o, qHd analge* 

ensuing of naloxone glucun^ and na l™*"**"^^ ft d ^ „ ^rye » 
15. The uas of anyone of Claims 9 to ™ ^odone, hydrornorphone. methadone, 

selected from the group consisting of morphine, meperidine, oxycodone, n, 

m ^rr^o, 0n anyte7Z»T to 15. character** * that said oral dosage form la ae.ec.ed from 
the grouping of capsules, owlets, taolas. syrups and .Mrs. 
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